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I hereby certify that this cofreapondence Is being facsimile transmlttBd to the 
Patent and Trademaifc Office, fiacsbnae no. (571) 273<6300. on the date shown 
below. 

Dated: September 7. 2005 Signature 



lira: /I^vm^ ^ \ h L^ ^ fiff 
(Mary JanM^abna) 



Docket No.: ASZD-PO 1-804 
(PATENT) 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Patent Application of: 
Barton et al. 

Application No.: 10/522225 Confirmation No.: 7196 

Filed: January 24, 2005 Art Unit: 1645 

For KETONES Examiner: Not Yet Assigned 

REQUEST FOR CORRECTED FILING RECEIPT 
Office of Initial Patent Examination 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Dear Sir: 

Applicants hereby request tbat a corrected Filing Receipt be issued in the above- 
identified patent application. The official Filing Receipt received by Applicants, a copy of 
which is attached hereto, has the following errors: 

In the Heading- 

Under "FIL FEE REC'D" delete "1710" and instead insert -2010-; 
Under "TOT CLMS" delete "16" and instead insert -20-. 

In the apolicantfs') section : 

In addition to Peter John Barton, Macclesfield, GBN, United Kingdom; and David 
Stephen Clarke, Macclesfield, GBN, United Kingdom, please add the following applicants: 
Christopher Daniel Davies, Macclesfield, GBN, United Kingdom; 
Rodney Brian Hargreaves, Macclesfield, GBN, United Kingdom; 
Janet Elizabeth Pease, Macclesfield, GBN, Umted Kingdom; and 
Maureen Theresa Rankine, Macclesfield, GBN, United Kingdom. 



In the title : 

Please delete "Chemical compounds" and instead insert the correct title -Ketones--, 
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The correct Filing Fee should be $2010.00 as show on the enclosed copy of the 
Transmittal Letter to the United States Designated/Elected Office (DO/EO/US) Concerning a 
Submission under 35 U.S.C. 371 that was filed with the application on January 24, 2005. The 
total claim count is 20 as shown on the enclosed copy of the Preliminary Amendment that was 
filed with the application on January 24, 2005. The correct applicants and title are noted on the 
enclosed copy of the executed Combined Declaration and Power of Attorney that was filed with 
the application on January 24, 2005. Applicants additionally request that all pertinent U.S. 
Patent and Trademark OflRce records relating to the subject application be changed to reflect 
these corrections. 

Please charge our Deposit Account No. 18-1945 in the amount of $300.00, which is the 
difference in the USPTO filing fee charge ($1710.00) and the actual fee due ($2,010.00), under 
Order No. ASZD-POl -804 for the fi-om which ttie undersigned is authorized to draw. A 
duplicate copy of this paper is enclosed. 

Dated: September 7. 2005 Respectfully submitted, 




David P. Halstead, Ph.D. 



Registration No.: 44,735 
ROPES & GRAY LLP 
One Intemational Place 
Boston, Massachusetts 02110-2624 
(617) 951-7000 
(617)951-7050 (Fax) 
Attorneys/Agents For Applicant 
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ATTY.DOCKETNO 


DRAWINGS 1 TOT CLMS | INO CLMS 
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01/24/2005 
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CONFIRMATION NO. 7196 
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FISH&NEAVE IP GROUP 
ROPES & GRAY LLP 
ONE INTERNATIONAL PLACE 
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FILING RECEIPT 



*OC000000016718976* 



Date Mailed: 08/17/2005 



Receipt is acknowledged of this regular Patent Application. It will be considered in its order and you will be 
notified as to the results of the examination. Be sure to provide the U.S. APPLICATION NUMBER. FILING DATE, 
NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about this application. Fees transmitted by 
check or draft are subject to collection. Please verify the accuracy of the data presented on this receipt. If an 
error Is noted on this Filing Receipt, please mail to the Commissioner for Patents P.O. Box 1450 
Alexandria Va 22313-1450. Please prdvide a copy of this Filing Receipt with the changes noted thereon. If 
you received a "Notice to File Missing Parts" for this application, please submit any corrections to this 
Filing Receipt with your reply to the Notice. When the USPTO processes the reply to the Notice, the 
USPTO will generate another Filing Receipt incorporating the requested corrections (if appropriate). 

Appilcant(s) 

Peter John Barton, Macclesfield, GBN, UNITED KINGDOM; 
David Stephen Clarke, Macclesfield, GBN, UNITED KINGDOM; ^ 
<^v%rrs-*'o^>^e<'T>xArel\:>avieS^ nOfluccleTF<it»cA ,&4//, < ; 

ftodlAe^ O^.^rk t4ar^r<?ai/4t.j j4i<i co^es •field , Gt^^ UlCj n t • 

Power of Attorney: The patent practitioners associated with Customer Number 28120 . ^ f;^ (^BM ^ K 

Domestic Priority data as claimed by applicant 

This applteatlon Is a 371 of PCT/GB03/03171 07/23/2003 



Foreign Applications 

UNITED KINGDOM 0217433.2 07/27/2002 
UNITED KINGDOM 0230318.8 12/24/2002 



Projected Publication Date: 11/17/2005 
Non-Publlcation l^equest: No 
Early Publication Request: No 

Title 



Chem i ca l compoundo 



Ropes & Gray 
Symbol #: ASZV)-?0\'W. 
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Preliminary Class 
435 

• PI^OTECTING YOUR INVENTION OUTSIDE THE UNITED STATES 

Since the rights granted by a U.S. patent extend only throughout the tenritory of the United States and have no 
effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent in 
a specific country or in regional patent offices. Applicants may wish to consider the filing of an international 
application under the Patent Cooperation Treaty (PCT). An Intematlonal (PCT) application generally has the same 
effect as a regular national patent application in each PCT-meml)er country. The PCT process simplifies the 
filing of patent applications on the same invention In member countries, but does not result in a grant of "an 
international patent" and does not eliminate the need of applicants to file additional documents and fees in 
countries where patent protection is desired. 

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an 
application for patent in that country in accordance with its particular laws. Since the laws of many countries differ 
in various respects from the patent law of the United States, applicants are advised to seek guidance from 
specific foreign countries to ensure that patent rights are not lost prematurely. 

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO 
must issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent 
application serves as a request for a foreign filing license. The application's filing receipt contains fijrther 
information and guidance as to the status of applicant's license for foreign filing. 

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the 
section entitled Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign 
patent applications. The guide is available either by contacting the USPTO. Contact Center at 800-786-9199, or it 
can be viewed on the USPTO website at http://www.uspto.gov/web/offfces/pac/doc/generairindex.html. 

For Infonnation on preventing theft of your intellectual property (patents, trademarks and copyrights), you may 
wish to consult the U.S. Govemment website, http://www.stopfakes.gov. Part of a Department of Commerce 
initiative, this website includes self-help "toolkits'* giving innovators guidance on how to protect intellectual 
property in specific countries such as China, Korea and Mexico. For questions regarding patent enforcement 
issues, applfcants may call the U.S. Govemment hotline at 1 -866-999-HALT (1*866-999-4158). 



LICENSE FOR FOREIGN FILING UNDER 
Title 35, United States Code, Section 104 
Title 37, Code of Federal Regulations, 5.1 1 & 5.1 5 

GRANTED 

The applicant has been granted a license under 35 U.S.C, 184. ff the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where 
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as 
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier 
license has been Issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The 
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted 
under 37 CFR 5.1 3 or 5.14. 

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof 
unless it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 
1.53(d). This license is not retroactive. 
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The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject 
matter as Imposed by any Government contract or the provisions of existing laws relating to espionage and the 
national security or the export of technical data. Licensees should apprise themselves of current regulations 
especially with respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, 
Department of State {with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Office of 
Export Acjministrdtion, Department of Commerce (15 CFR 370.10 (j)); the Office of Foreign Assets Control, 
Department of Treasury (31 CFR Parts 500+) and the Department of Energy, 

NOT GRANTED 

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 
5.12. if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months 
has lapsed from the filing date of this application and the licensee has not received any indication of a secrecy 
order under 35 U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b). 
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PTO-1390 <Rflv. 12-2004) 
Approved Ibr use (hrouQh 03/31/2007. OMB 0651-0021 

^ „ ^„ ^ U,S. Patent and TrademeckCMIIpe; US. 0EPART^On' OF COMMERCE 

UnderthaPapwvokReducaon/^ct of 19Q5.no pe^ 



TRANSMnTAL LETTER TO THE UNITED STATES 
DESIGNATED/ELECTED OFFICE (DO/EO/US) 
CONCERNING A SUBMISSION UNDER 35 U.S.C. 371 



ATTORNBTS DOCKET NUMBER 
ASZD-POl-804 



UAAPPUCA7KlNNO.afknowi,.«ee37CFR 1.5) 



INTERNATIONAL APPUCATION NO. 
PCT/GB2003/003171 



INTERNATIONAL FlUNG DATE 
23 July 2003 



PRIORITY DATE CLAIMED 
27 July 2002 



iniB OF INVENTION KETONES 



APPLJCANT(S) FOR DO/EO/US Barton et al- 



Applicant herewith submits to the United States Deslgnatedaected Office (DO/EO/US) the following Items and olher Informalion: 
1 . T] This Is a FIRST submission of Items concerning a submission under 35 U.S.C. 371 » 
Z This Is a SECOND^or SUBSEQUENT submission of Itenris concerning a submission under 35 U.S.C. 371 , 

3. fxl This Is an express request to begin national examination procedures (35 U.S.C. 371 (f)). The submission must 
^ include Items (5). (6). (9) and (21) Indicated below,. i u« ii:>«on musi 



■0 



a. 
b. 
c. 



The US has been elected (Article 31). 

5. [x^ A copy of the Intematlonal Application as filed (35 U.S.C. 371 {c)(2)) 
Is attached hereto (required only If not communicated by the International Bureau), 
has been communrcated by the International Bureau. 

Is not required, as the application was filed In the United States ReceMng Offloe (RO/US)- 

6. An English language tianslatlon of the Intematlonal Application as filed (36 as,C. 371 {cK2)). 
attached hereto. 

has been previously submitted under 35 U.S.C, 154(d)(4). 
Amendments to the claims of the Internationa! Application under PCT Artlde 19 (35 U.S.C. 371 (cK3)) 
are attached hereto (required only If not communicated by the International Bureau), 
have been communicated by the international Bureau, 

have not been made: however, the time Bmit for making such amendments has NOT expired, 
have not been made and will not be made. 



7. 



a. ^Is 

b. ]jhc 
X Amen 



a. 
b. 
c. 
d. 



a. An English language translation of the amendments Id the claims under PCT Article 19 (35 U.S.C. 371 (cK3)). 
9- 0 An oath or declaration of the Inventor(s) (35 U.S.C. 371 (c)(4)). 
DjlliS^I^JrS ^ International Prellmlnaiy Examination Report under PCT 

Itemeil to 20 bolow concern clocument(s) or Information Included: 
An Information Disclosure Statement under 37 CFR 1 .97 and 1 ,98. 

An assignment document Ibr rscordlno. A eeparale cover sheet In compliance with 37 CFR 3.28 and 3.31 is Induded. 
A preliminary amendment. 
An Application Data Sheet under 37 CFR 1.76. 
A substitute spedtication. 

A power of attomey and/or change of address letter. 

A computer^adable fomi of tfie sequence listing in accordance witti PCT Rule 1 3fer.2 and 37 CFR 1.821 • 1.625. 

A second copy of the pubOshed Inlemational Application under 35 U.S.C. 154(d)(4). 

_j A second copy of the EngHsh language translation of the Inlemational application under 35 U.S.C. 154(d)(4). 



11 
12. 

13. 
14. 
15. 
16. 
17. 
18. 
19 



20. [x] Other Items or Infcwmation: Return Receq^t Postcard 
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PTO-1 390 (Rev. 12-2004) 
Apprwed for use through 03/31/2007. OMB 0^1-0021 
ihw4 U.S. PatemaruJ Trademark CKfice: U.S. DEPARTMEfn" OF COMMERCE 

unaef the Pqpeftwk ReducBoo Art of 1095, no pefBona are required to respond to a cotectfan of Intemiatkxi uniws ft dispiays a voSj QMB control number 



1 U^. APPLICATION NO. (ff toKwm. too 37 CPR 1.S) 



B^r^RNATlONAL APPLICATION NO. 

PCT/GB2003/P03171 



ATTORNETS DOCKET NUMBER 

ASZD-P01-804 



The following fees are submitted: 
fx] a) Basic national fee 



Applleent Use 



fx] b) Examination fee 

fx] c) Search fee 

TOTAL OF ABOVE CALCULATIONS 



.$300.00 
.$200.00 
.$500.00 
$1000.00 



3QQ.00 



200.00 



500.00 



[7] Additional fee forepeclficatton and drawings filed In paper over 100 eheets (excluding 
— g2fJ)J«";*|n92^<»nvute^ Thefeeto 



1,000.00 



Office Use Only 



1 Total Sheets 


Extra sheets 


Number ofeach additional 50 or traptfon 
thereof (luurid up to a whole mimber 


RATE 


145 -100» 


45 /50=* 


1 


x $250.00 



250.00 



jfom the eaftlest turned pfto rjty date (37 CFR 1.492 (e)), 
CLAIMS 



Total claims 
llndependentdaims 



NUMBER FILED 
24 - 20 = 



NUMBE R EXTRA 



RATE 



50.00 



200,00 



4-3 



1 



200.00 



: 200,00 



MULTIPLE DEPENDENT CUMM(8) Qf applicable) 



360.00 



360.00 



TOTAL OF ABOVE CALCULATIONS - 



2,010.00 



□ 



Applicant claJms small entity status. See 37 CFR 1.27. The fees indicated above" 

are reduced b« "«>f^!?« auyvo 



, ^ . ^ SUBTOTAL S 

Processing fee of $130,00 tor furrtshing the English j^pstetton later th^ " 

ftpm the earilest cTafmed priority data (37 CFR 1.492 (f)), ' + 



2.010.00 



TOTAL KATIONAL FEE < 



^^!2[^S2?!!!^*^*'^l^^^'fl™^ Theassfgnmenlmustbe 
accoffpanledbyanappropftatBcowsheet(37CFR3.28.3^ $4o!o0p^^^^ + 



2,010.00 



40.00 



TOTAL FEE g ENCLOSED ■ 



■i A 2/J50.00 



Amount to be refunded: 
Ainount to l>e charoed; 




a. 



to cover the above fees Is endoaed. 

18-1945 Intheamountof $ 2.J50.00 



I I A check in the amount of $^ 

^' 0 Please chaige my Deposit Account No. ... 
to cover the above fees. A duplicate copy of ttiis sheQt'is enclosed'.' 

c. [x] The Commissioner Is herer>y authortzed to charge any addWonal fees which may be required, or credit any 

overpaymentto Deposit AccoMntNo. 1»1945 . A dupUcate copy of this sheet is enclosed. 

d. □Feesaretobechargedtoacredltcar^. WARNING: Infomurtlon on this Ibmi may become pubDc. Credltcard 

Information should not be Included on this form. Provide credit card Irdprniatlon and authorization on PTO.2038 

SEND ALL CORRESPONDENCE TO; 

Patricia Granahan, ScD. 
ROPES & GRAY aP 
One International Place 
Boston. Massachusetts 02110-2624 
(617) 951-7449 

CUSTOMER NUMBER: 28120 




SIGNATURE: ' 

Dayfd P. Halstead. Ph.D. 

NAME 
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REGISTRATION NUMBER 



FORM PTO-1 390 (REV 12-2004) 
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I hereby certify that thl9 corraBpondence b being deposited tha U.S. PostaJ 
Senrlco as Express MaQ, AiftiU No. EV6205a2193US, In en envelope addressed 
to: MS per. Commbslonerfor Patents. P.O. Box 1450. Alexandria. VA 22313- 
1450, on tie data shown betow. • 

Paled: January 24. 2005 Slgnflture: 




(Mar^/aiA DPalma) 



Docket No.: ASZD-POl-804 
(PATENT) 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Patent Application of: 
Peter John Barton et al. 

Application No.: Not Yet Assigned Confirmation No.: Not Yet Assigned 

FUed: January 24, 2005 Art Unit: Not Yet Assigned 

For: Ketones Examiner: Not Yet Assigned 

MSPCr 

ConMDissioner for Patents 

P.O. Box 1450 

Alexandria, VA 223 13-1450 

PRELIMINARY AMENDMENT 

Please amend the above-identified application prior to substantive examination as 
follows: 

Amendments to the specification be^ on page 2 of this paper. 
Amendments to the claims begin on page 3 of this paper. 
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Application No.: Not Yet Assigned Docket No.: ASZD-POl-804 

In the Specification : 

On Page 1, please insert the following paraigraph immediately after the title: 

Related Applicatioiis 

This application is a national stage filing midet.35 U.S.C. 371 of International 
AppHcation PCT/GB2003/003 171, filed July 23, 2003, which claims priority from United 
Kingdom Patent Applications Nos. 0217433.2, filed July 27, 2002 and 0230318.8, filed 
December 24. 2002, flie specifications of aU of which are incorporated by reference herein. 
International Application PCT/GB2003/PQ3171 was published under PCX Article 21(2) in 
English. 

Please insert ttie Abstract, appearing on a separate page herewith, immediately after the 
last page of the claims. 
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Application No.: Not Yet Assigned Docket No.: ASZD-PO 1 -804 

Amendments to the Claims : 

This listing of claims will replace all prior versions, and listings^ of claims in the application. 

1. (Cmrently Amended) A method for inhibiting 1 1 BHSDL compTis inff fldministftriTip « 
compound of formula (I): 




R2 R 



3 



wherein: 

Ring A is selected from aiyl or heteioaiyl; 

is selected trnm halo, nitro, cyano, hydroxy, amino, caiboxy, caibamo^ mercapto, 
sulphamoyl, C^alkyl, C2^alkenyl, Cz-ealkynyl, Ci^oxy, Ci.6alkanoyl, Cwalkanoyloxy, 
i\r-(Ci,<alkyl)aniino, W-(Ci.6alkyl)2anuno, Ci-ealkanoylamino, iV-(C|^kyI)carbamoyl, 
i\r.iV-(CMalkyl)2carbamoyl, Ci.6alkylS(0), wherein a is 0 to 2, Ci-fialkoxycaibonyl, 
JNr-(C,.<salkyl)sulphamoyl, ^;A^-(CI.^alkyl)2Sulphamqyl, Cwalkylsulphonylamino, carbocyclyl, 
heterocydyl, carbocyclylCo^alkylene-Y-.andheterocycIylQwalkylene-Y-; or 
two groups o n adjacent carbons may form an oxyCMalkoxy group or a Cs-sallcylene group; 
wherein may be optionally substituted on carbon by -witho ne or more RLgroups-eeleeted 
fifMa*'; and wherein if said heterocydyl contains an -NH- moiety, that nitrogen may be 
optionally substituted bv -with an Rjgroup oolootod from R*; 

D is 0-3; wherein the values of R^ may be the same or different; 

R*, R', R\ and R' are independently selected from hydrogen, hydroxy, amino, cyano, 
CMalkyl, CMalkoxy. JV^(CMaJlcyl)amino. iV.iVKCi^alkyl)2amino, Ci.*alkylS(0)a wherein a is 0 
to 2, Ci^oxycarbonyl, CMalkoxycarbonylamino, Ci.4alkanoyIoxy, carbocyclyl, heterocydyl, 
carbocyclylCi-«aIkyl, and heterocydylCi^alkyl; or 

R^ and R^ together form oxo or a spiro attached heterocydyl; wherein R*. R^ K\ and R* may be 
independently optionally substituted on carbon by-wia.one ormore ^^oups-oelootod from R»; 
and wherein if said heterocydyl contains an -NH- moiety, that nitrogen may be optionally 
substifaited by-wia_an R'° gr oup-aeleotod frowi-B.^; 
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X and Z are independently selected from -CR"r"-, -S(0)a-, -0-, -NR"-, -C(0)-, 
-C(0)NR''-, -NR'^C(O)-, -CX:(0)., -C(0)0-. -SOzNR"., ef-fflid -NR'^SOzS wherein a is 0 to 2; 
r is 1 or 2; 
qisOor 1; 
pisOorl; 
sisOor 1; 

Ring B is caiboi^clyl or hQtero<Tclyl; \^^rein if said heterocyclyl contains an -NH- 
moiety, ^t nitrogen may be optionally substituted by aa K" gr oup neleotod from Tt*^; 

R* is a substituent on caibon and is selected frppi halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethojcy, Cuallcyl, 
C2^enyl, Cj^alkynyl, CMalkoxy, CHalkanoyl, CMaUcaooyloxy, AKCj^alkyOamino, 
i\^JVKCMalkyl)2amino, CMalkanoylamino, ^■-(Cl.4alkyI)QaIbamoyl. i\r.^r-(Ci.4alkyl)2caibamoyl, 
CMalkylS(O), wherein a is 0 to 2, Ci.4alkoxycarbonyl, JV.(Ci-ta]]cyl)sulphamoyl, 
;\^.A^-(Ci.4alkyl)2Sulphamoyl, CMalkylsulphonylamino. caibocyclyl, heterocyclyl, 
carbocyclylQMalkylene- and heterocyclylQMalkylene-Y-; wherein R" may be optionally 
substituted on caibpn ^aaJhone or more &l!grDup s o e lootod from R" ; and wherein if said 
heterocyclyl contains an -NH- moiety, that nitrogen may be 6ptioi»aUy siibstituted bywjjflLaa 
groiy oolootod fiom R^ ; 

m is 0-3; wherein the values of R* may be the same or different; 

Y is .S(OV, -0-. -NR^°.. .C(0>. -C(0)NR".. -NR^(OK or -SOiNR^-; wherein a is 0 

to 2; 

R', and R" are ind^pendenfly selected from halo, nitro, cyano, hydroxy, amino, 
caiboxy, carbamoyl, mercapto, sidphamoyl, triflvoioniethyl, trifluoromethox^^ 
Ca^enyl, Cwalkynyl, CMalkoxy, Cualkanoyl, CMalkanoyloxy, iV-(CMalkyl)amjno, 
Ar,J\r.(CMalkyl)2amino. Ci.,alkanpylamino, i^-(C,^lkyl)carbanjoyl, iy;iV-<CMalkyl)2carbamoyl,. 
C,^alkylS(0)a wherein a is 0 to 2, CMalkoxycarbonyl. iV-(C,-4a]kyl)sulpharaoyl, 

Ar-(CMalkyl)2Sulphamoyl, Ci.4alkylsulphonylamino, caibocyclyl, and heterocyclyl; wherein 
K\ K\ and R'« may be independently optionaUy substituted on carbon by-23a.one or more R" 
groups: 

R" and R" are independently selected from hydrogen, hydroxy, amino, cyano, CMalkyl, 
CMalkoxy, Ar-(CMalkyl)amino, J\r.M(C,.,alkyl)2amino, caibocyclyl, heterocyclyl, 
cari>ocyclylC,^I.^heterocyclylCMalkyl; wheieinR" and R« may be independently 
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optionally substituted on carbon by -yyith one or more g roups o e lootod from R' ^; and wherein 
if said heterocyclyl contains an -NH- nioiety, that nitrogen may be optionally substituted bv -with 
an R" g roup oel e oted from R^ ; 

is selected from halo, nitro, cyano, hydroxy, amino, carboxy, caibamoyl, mercapto, 
sulphamoyl, trifluoromethyl, tiifluoromethoxy, Cualkyl, C2-«alkenyl. C^alkynyl, Ci^alkoxy, 
CMalkanoyl, Ci.4alkanoyloxy, M(CMalkyl)amino, iV.^-(Ci^aIkyl)2amino, CMalkanoylamino, 
iV^(Ci^alkyl)caibamoyl, i\r,;\/^(Ci-tal]cyl)2caibamoyl, CwalkylSCO), wherein a is 0 to 2, 
CMaDcoxycaibonyl, M(CMalkyl)sulphamoyl, i\r.J\r-(Ci4alkyl)2Sulphamoyli and 
CMalkylsulphoiqrlamino; 

R*, R"*, R", R", and R^ are independently selected from Ci^alkyl, CMalkanoyl, 
CMaJkylsulphonyl, CMalkoxycaibonyl, carbamoyl, iV-(CMaliyl)carbamoyl, 
iy;iSr-(CMalkyl)caibamoyl, benzyl, benzyloxycarbonyl, benzoyl, caibocyclyl, heterocyclyl^ and 
phenylsulphonyl; wherein R^ R'", r", r", and R^ may be independently optionaUy substituted 
on carbon by -with one or more R ^ groups: 

R", B}\ R*', R**, R" R^\ R^^ and R^ are independently selected from hydrogen, 
phenyl, CMalkylsulphonyU and Ci^Dcyl; 

R^* and r" are independenfly selected from selected from halo, nitro, cyano, hydroxy, 
trifluoromethoxy, trifluoromethyl, amino, caiboxy, caAamoyl, merc^to, sulphamoyl, mefliyl, 
ethyl, meUioxy, ethoxy, acetyl, acetoxy, methylamino, e%lamino, dimethylamino, 
diethylamino, iV-methyl-iV-efhylamino, acetylamino, iV-methylcarbamoyl, iV-efliylcarbamoyl, 
JV;iV-dimethylcarbamoyl, A;wmiethylcaibamoyl, AT-methyl-AT-ethylcaibamoyl, methylthio. 
efiiylthio, methylsulphiiorl, efhylsulphinyl, mesyl, ethylsulphonyl, meftoxycaibonyl, 
ethoxycaibonyl, AT-methylsuIphamoyl, A^ethylsulphamoyl, W-dimefliylsulphamoyl, 
JV,^^^^iethyl8ulphamoyl,Jad©riV^melhyl-^•-^thylsulphamo^^^ 
or a phaimaceutically acceptable salt thereof; 

in the mrmufiioturo of g modicomont for uoo in tho inhibition of 11 PH S Dl ; 

with the proviso that said compound is not<l-methyl-l-pyrid-3-ylethyl)-(pyrid-3-yl)-ketone. 

2. (Currently Amended) The nic&ad uoc of a oompound. or a phormaooutioally aoooptablo 
salt th e reof, QO olaimodinj rf claim 1. wherein Ring A is selected from phenyl, naphlhyl, thienyl, 
fiuyl, thiazolyl, pyridyl, imidazolyl, benzothiazolyl^ ortenzothienyl. 
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3 . (Currently Amended) The meihod uoe of a oompound, nrn phnTrnflCi ft utionlly nnnnptHblo 
salt th e reof, aa olaimod in oithor^ claim 1 ^ or olaiiit -3 wherein R' is selected from halo, cyano, 
hydroxy, Cj^ealkyl, Cualkoxy, iV;7/-(Ci^5all^l)2amino, Cwalkylsulphonylamino, carbocydyl^ 
and heterocyclylQwalkylene-y-; or two groups o n adjacent carbons may foim an 
oxyCi-«alkoxy group; wherein B} may be optionally substituted on carbon bv ^with one or more 
Slgroup s oolootod from R^ ; 

Y is -S(0)a-, or-Os wherein a is 0 to 2; and 
R' is halo. 

4. (Currently Amended) The nae&od uo e of g oompound, or a phannaooutioally aoooptablo 
oolt tfaoroof, aa olaimod in any ono of claims l,[[-3]] wherein R^ R^ R^*, and R^ are 
independently selected from hydrogen, hydroxy, CMalkyl, Cualkoxy, ^^(CMalkyl)amino, 
carbocyclyl, carbocyclylCi^lkyl, and heterocyclylCi.^1; wherem R^ R^ R'', and R^ may be 
independently optio^iaUy substituted on carbon bv-withone or more Sigroups oelootod from R^; 
an dw hereia 

R' is selected from bsio, cyano, Ci-«alkyl» and jy;;VKCi-,alkyl)2amino. 

5. (Currently Amended) The mg&o dngo of a oompound^ w a phaimttooutioally aoooptable 

cfllt thoroo^ GO olaimod in any on o of claims l,[[-6]] wherein X is -S(0),-, -0-, -NR"-, 

-NR"C(0)-, -SOzNR'S or -NR^SCbs wherein a is 0 or 2; and 

R", R", and R" are indq}endently selected ftom hydrogen, phenyl, Ci^alkylsulphonyU 
andCMalkyl, 

6. (Currently Amended) The me ^Hce of n oompound, oi a pharmacoutioally acooptablo 
salt thotoo^ 00 olaimod in any ouo of claims 1,[[.5]] wherein Ring B is phenyl, thienyl, fiiiyl, 

, Ihiazolyl, piperidinyl, piperazinyl, pyrrolidinyl, 1,3-dihydroisoindolyl, morpholinyl, naphtiiyl, 
cyclohexyl,pyridyl,imida2olyl, 1,2,4-triazolyi, l,3-b6nzodioxolyl,thiomorpholmyl, 
pyrimidinyl, pyrazinyl, pyridazinyl, benzimidazolyl, or pyrimidinyl; wherein if Ring B contains 
an -NH- inoiely. that nitrogen may be optionally substituted bv-witfaan Rjlgroup oelootod from 

R*^ is CMalkyl or benzyl; wherein R" may be optionally substituted on carbon bv-wifli 
one or more R " groups: wh e roina nd 
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R^^ is methoxy. 

7. (Currently Amended) The metho du oo of a oompoundj or a phnmiflQ e utiQiilly Qoo e ptrihlo 
o alt ther e of, qo olaimod in any one of claims lJt-6]] wherein is a substituent on carbon and is 
selected from halo, hydroxy, nitro, cyano, carbamoyl, CMalkyl, Ci-^alkoxy, CMalkanoyl, 
jy;A4CMalkyl)2amino, CMalkanoylamino, JV'-CCMalkyOcaibamoyl, M/^-^^^ 
Ci^alkylS(0)a wherein a is 0 or 2, CMalkoxycarbonyl, 7\^,//-(CMalkyl)2Sulphamoyl, carbocyclyl, 
heterocyclyl^ and carbocyclylCo^alkylene-Ys wherein R^ may be optionally substituted on 
carbon bv -with o ne or more Rligroups oolootod from R^ ; and wherein if said heterocyclyl 
contains an -NH- moiety^ that nitrogen may be optionally substituted b¥ -witfaa n Rllgroup 
o e l e ot e d from R^ ; 

Yis-C(0)or.C(0)NR^^ . 

18 • 

R is selected from halo, cyano, hydroxy, CMalkoxy^ and heterocyclyl; 
R^^ is heterocyclyl; and 
R^^ is hydrogen. 



8. (Currently Amended) The mgflio duflo of a compound o f formula ffl (go dopiotod in claim 
IJiO]] wherein: 

Ring A is selected from phenyl, naphlhyl, tiuenyl, fbiyl, tiiiazolyl, pyridyl, imidazolyl, 
benzothiazolv L and ertenzothienyl; 

R* is selected from halo, cyano, hydroxy, Ci-<5aljcyl, Ci-galkoxy, iy;iSr-(C|^alkyl)2amino, 
CMalkylsulphonylamino, carbocyclyl, and heterocyclylCcHsalkylene-Y-; or two groups o n 
adjacent carbons may form an oxyCi-4alkoxy group; wherein B} maybe optionally substituted 
on carbon by -with o ne or more R^ gr oups oolootod from B^; 

Y is -S(0)a-, or-O-; wherein a is 0 to 2; and 

R''ishalo[[.]]i 

n is 0-3; wherein the values of R* may be the same or different; 
r is 1 or 2; 

s is 0; 

R^, R^ R"*^ and R^ are independenfly selected from hydrogen, hydroxy, CMalkyl, 
CMalkoxy, AKCMalkyl)amino, carbocyclyl, carbocyclylCi-^alkyl, and heterocyclylCMalkyl; 
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wherein R", and R^ may be independently optionally substituted on carbon bv -with o ne 

or more Rlgroups oolootod.from whoroin 

R' is selected from halo, cyano, CMalkyU and^;jV-(CMal]cyl)2amino[[.]]i 

X is -S(0).-, -0-, -m}\ -NR"C(0)-. -S02NR'\ or -NR'^'SOr; wherein a is 0 or 2; aad 

R'% R'^ and R'* are independently selected from hydrogen, phenyl. CMalkylsulphonyU 

and Ci-4alkyl; 

qisOorl; 
p is 0 or 1; 

Ring B is phenyl, fhienyl, furyl, thiazolyl, piperidinyl. piperazinyl, pyrrolidinyl, 
1,3-dihydroisoindolyl. morpholinyl, naphthyl, cyclohexyl, pyridyl, imidazolyl, 1,2.4-triazolyl, 
l,3-b«izodioxolyl. thiomorpholinyl. pyrimidinyl, pyrazinyl, pyridazinyl. benzimidazolyU or 
pyrimidinyl; wherein if Ring B contains an -NH- moiety, that nitrogen may be optionally 
substituted by a group selected from R"; 

R" is CMalkyl or benzyl; wherein R" may be optionaUy substituted on carbon bv-with 
one or more R^ ^ groups: w^eieift 
R^' is methoxy; 

R* is a substituent on carbon and is selected from halo, hydroxy, nitro. cyano, carbamoyl, 
CMalkyl. C,.4alkoxy, Ci.,alkanoyl. Ar,iV-(CMaIkyl)2amino, Cualkanoylamino, 
i\^-(CMalkyl)carbamoyl, AA,;y-(C,.4alkyl)2carbamoyl, CMall£ylS(0). wherein a is 0 or 2, 
C,..4alkDxycaibonyl. i\r,iV-(C,.4alkyl)2Sulphamoyl, carbocyclyl, heterocyclyl, and 
carbocycIylQMalkylene.Ys wherein R« may be optionaUy substituted on carbon bvwithone or 
more Rliffloup g aolootod from R" ; and wherein if said heterocyclyl contains an -NH- moiety, 
fliatmtrDgenmaybe optionally substituted ^gj^an Ellgroup oelootod from R*»; 

Yis-C(0)or-C(0)NR^^ 

R" is selected from halo, cyano, hydroxy, Cwalkoxy, and heterocyclyl; 
R" is heterocyclyl; aad 
R^' is hydrogen: and 

m is 0-3; wherein the values of R* may be the same or difiFerent[[;]] 
or g phormaooutioally aoooptablo oolt thoroof; 

i atfao monufaoturo of a m n<^i-nninnnf fnr» . ^^ ^ ^^ ^ i n h ibi t io n o f lipn i Dl, 

^ ^it h tfao pro^ooo tl in t nn id oompo ui iJ i n not (1 moa i )! 1 pjTid 3 ylotfa^rl) jdd 3 yl) kotou o. 
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9. (Cutrently Amended) A compound of fonnuk (I) (aa dopiot e d in claim 1) selected from: 

[2-(4-chlorophenyl)-l-(pyrid-3-yl)ethyl]-(4K;h]orophenyl)-ketone; 

[2-(4-chlorophenyl)-I-(pyrazin-2-yl)ethyl]-(pyridin-3-yl)-ketDne; 

(a-methylamino-4-chlorobenzyli|-(4-chloiophenyl)-fcetone; 

(benzotfaiazol-2-yl)-(pyn:olidin-l-ylsulphonylmethyl)-ketone; 

(tbiaJ5ol-2-yl)-(pytrolidiii-l-ylsulphonylmethyl)-ketone; 

[1 -(moipholinosulphonyl)- 1 -me1iiylefliyl]-(4-£luorophenyl)-ketone; 

(4-flTOrophenylH;V'-(cyclohexyl)-iV^;isopiopy^l)suJphamoylmethyI]-ketone; 

(4-fluorophenylHAr-(pyrid-2-yl)-/\r-(methyl)sulphamoylmethyl]-ketone; 

(4-methylphenylsulphonylmefliyl)-(4-cyanophenyl)-ketone; 

(4-ethoxyphenoxymethyl)-(4-chlorophenyl)-ketone; 

(4-cliloroplienyl).[3-(2,6-difluorobenzoylamino) i*opyl)]-ketone; and 

(4-chloroplienyl)-[3-(4-methoxyphenylsulphonylamino)propyl)]-ketone; 
or a pharmaceutically acceptable salt thereof. 



1 0. (Cuirently Amended) The mgao duoo of a oompound of foimnla (I) (go dopiotod in claim 
1>[D1] wherein the compound of foimnla m is s elected fiom: 

(a-mefliyl-a-hydroxy-4-chloroben^l)-(4-cBlon)phenyl)-ketone; 

(morpholinosulphonylmethyl)-(4-fluotophenyl)-ketone; 

(Mmethyl-4-methylanilinpsulphonylmethyl)-(4-cMorophenyl)-ketone;and 

Ci\r-mefliyl-4-chloroanilinomethyl>(4-chlorophenyl)-ketone; 

or a pharmaceutically acceptable salt fhereof[(;]] 

in tfao monnJBioturo of a modioomont for uoo in tho inhibition of 1 IpnSDl . 

1 1 . (Currently Amended) A compound of formula (Ij): 




A^erein: 
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is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, C^alkyl, C2.«alkenyl. Cz^alkynyl, Ci^alkoxy, Ci-ealkanoyl, Cualkanoyloxy. 
A^-(Cwalkyl)aminQ, 7V;^-(Cwalkyl)2ainino, Ci^saDcanoylanuno, A/^(Ci.«allcyl)carbainoyl, 
Ar,;\^-(Ci.<ialkyl)2carbamoyl, Ci.«alkylS(0). wherein a is 0 to 2, Ci-faUcoxycaibonyl, 
iV-(Ci.6alkyl)sulphamoyl,i^,^-(CmaIkyl)2Sulphan»Qyl, Ci^lkylsulphpiiylammo, carbocyclyl, 
heterocyclyl, carbocyclylCo^^leoe-Y-, and heterocyclylQwalkylene-Y-; or 
two r' groups o n adjacent carbons nwy form an oxyCMaDcoxy group or a Cs-salkylene group; 
wherein R' may be optionally substituted on carbon by-withone or more Slgroups^eleeted 
iFSffl*'; and wherein if said heterocyclyl contains an -NH- moiety» that nitrogen may be 
optionally substituted by an Eigroup o e l e otod ftom R' ; 

n is 0-3; wherein the values of R' may be the same or different; 

R andR are independently selected from hydrogen, hydroxy, amino, cyano, CMalkyI, 
Ci^^xy, iV-(CMalkyl)amino. iy;//-<Ci^lkyl)2amino, Ci^lS(P), vviierein a is 0 to 2, 
CMalkoxycarbonyl, CMalkoxycarbopylamino, Ci.4aUcanoyloxy, carbocyclyl, heterocyclyl, 
carbocyclylCMaUcyl and heterocyclylCi-,alkyl; or 

R^ and R' together form oxo or a spiro attached heterocyclyl; whereia R^ and R* may be 
independently optionally substituted on carbon ^aafe. one or more RjgDiqw-oelootod ftom R»; 
and wherein if said heterocyclyl contains an -NH- moiety, that nitrogen may be optionally 
substitoted by-with an R'° ^ oup waif nMr! frnm 

Ring B is a heterocyclyl linked to the sufehonyl of the comTwund of f ntmnia OU) via a 
nitrogen atom; wherein if said heterocyclyl contains ap -NH- moiety, that nitrogen may be 
optionally substituted bv -witfaa n R^^ gro up nolootntl fi^m n<^- 

R*" is a substituent on carbon and is selected from halo, nitro, cyano. hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, Cualkyl, 
Q^enyl, Cj-jalkynyl, CMalkoxy, Cwalkanoyl, CMaDcanoyloxy. Ar-(C,^alkyl)amino, 
Ar,A/--(CMalkyl)2amino, CMalkanoylamino, iV<Ci^l)carbamoyl, i\r.iV.(CMalkyI)2caibamoyl, 
CMalkylS(0). wherem a is 0 to 2, Ci^lkoxycarbonyl, AKCMalkyl)sulphamoyl, 
iV.AKCMalkyl)2Sulphamoyl, CMttlkylsulphonylamino, carbocyclyl, heterocyclyl, 
carbocyclylC(MalkyIene-Y-. and heterocyclylCo^allQrlene-Y-; wherein R« may be optionaUy 
substituted on caibon ^asfe-One or more Sligroups oolootod from R^ ; and wherein if said 
heterocyclyl contams an -NH- moiety, fliat nitrogen may be optionaHy substituted bywithan r1! 
group^ jeleotod from - R ^; 
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m is 0-3; wherein the values of may be the same or different; 

Y is -S(0)a-, -NR^% -C(0)-, -C(0)NR^^-, -NR^^C(0)', or -SOiNR^S wherein a is 0 

to 2; 

R^, and R^* arc independently selected from halo, nitro, cyano, hydroxy, amino, 
caxboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, CMalkyl, 
Ca^alkenyl, Ca^alkynyl, Cj-4alkoxy, Ci^lkanoyl, CMalkanoyloxy, iV-(CMalkyl)amino, 
iV;iV^CMalkyl)2amino, Ci^alkanoylamino, 7/-(CMallqrl)carbamoyl, A/;iV-(Ci4alkyl)2carbamoyl, 
CMalkylS(0)a wherein a is 0 to 2, CMalkoxycaibonyl, AKCi-4alkyI)sulphamoyl, 
iViiS/-(CMal]cyl)2Sulphamoyl, CMalkylsulphonylamino, carbocyclyl^ and heterocyclyl; wherein 
R^, R^ and R" may be independently optionally substituted on carbon bv -with o ne or more R^^ 
groups: 

R*. R^^R^^andR^^ are independently selected from Ci-4alkyl, Ci^alkanoyl, 
CMalkylsulphonyl, CMalkoxycaibonyl, carbamoyl ^-(CMalkyl)carbamoyl, 
//,A^-(CMalkyl)carbamoyl, benzyl, benzyloxycarbonyl, benzoyl, carbocyclyl, heterocyclylji and 
phenylsulphonyl; wherem R^ R^^, R*\ and R*' may be independently optionally substituted on 
carbon by -with one or more R^ grouns: 

R^^R^R",andR^ are independenfly selected from hydrogen, phenyl, 
CMalkylsuIphonyt and CMalkyl; 

R** and R^^ are independently selected from selected from halo, nitro, cyano, hydroxy, 
trifluoromethoxy, trifluoromefliyl, amino, carbojQ^, carbamoyl, mercapto, sulphamoyU metityl, 
ethyl, methoxy, ethoxy, acetyl, acetoxy, methylamino, ethylamino, dimethylamino, 
dielhylamino, ]V-methyl-7/-ethylamino, acetylamino, JV-me%lcaibamoyl, 7V-ethylcarbamoyl, 
iV,iVHiimethylcarbamoyl, iV,iV-diethylcarbamoyl, iV-methyl-iV-etfiylcarbamoyl, methylthio, 
elhylthio, methylsulphinyl, efliylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyU 
ethoxycarbonyl, AT-methylsulphamoyl, iST-ethylsulphamoyl, TVIA^-dimefliylsulphamoyl, 
A^.TV^-diethylsulphamoyl^^nd ^;\^mefhyl-iV-eth^^ 
or a pharmaceutically acceptable salt thereof, 
with the proviso that said compound is not 
0)henyl)-[a-(pyTrolidm-l-ylsulphonyl)ben:^l].ketone; 
^henyl)-[a-(morpholinosulphonyl)ben2yl]-ketone; 
(4-caibamoylphenyl)-[4<5<hloropyTidin-2-yloxy)piperidin-^ 
(4-carbamoylphenyl)44<4-fluorophenyl)piperidm.l -ylsulphonyhneA^^ 
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(4-fluorophenyl)-[4-(5<Worop5ddin^2-yloxy)piperidin-l-ylsulphonylmethyl]-ketone; 

(phenyl)-[4-(5-chloropyridin-2-yloxy)piperidiii-l-ylsuIphonylmethylJ-ketone; 

(4-chlorophenyl)-(pipera2in-l-ylsulphonylmethyl)-ketone; 

(4K;Uorophenyl)-[4-(^butoxycarbonyl)pipera2in-l-ylsulphonylinetbyl]-ketone; 
(4-hydroxyphenyl)-(moipliolmosulphonylmetbyl).ketone; or 

(phenyl)-(l ,2,3,4-tetrahydroisoquinolm-2-ylsulphonylniethyl)-ketone; and mthtfaoprOTioo that 
when and are hydrogen, m is 0, and Ring B is 4-methylpipera2in-l -yl. then (R\ is not 
hydrogen, 4-fluoro, 4-nitro, 3,4-dimethoxy, 4-methoxy, 4-/.bu1yl, 4-trifluoromethyU or 4-chloro; 
and with tho pro\ioo thot 

when r2 and R' are hydrogen, m is 0, and Ring B is moipholino, then (R')„ is not hydrogen, 
4-dimethylamino, 4-nitro, 4.inelhoxy, 4-/.butyl, 4.trifluoromethyl, oL4-fluoro or 4-chloro. 

12. (Currently Amended) A compound of formula (Dc): 




(DC) 

wherein: 

is selected fiom halo, nilro, cyano. hydroxy, amino, caiboxy, carbamoyl, mercapto, 
sulphamoyl. C.^alkyl. Q^enyl, Cz-salkynyl. Ci^lkoxy, C,.«alkanoyl, C^alkanoyloxy, 
Ar-(Cr^alkyl)amino. J\^/KC,^lkyl)2amino, C^lkanoylammo, iV-(Ci^Ikyl)caibamoyl, ' 
iV.iV-(C,^alkyl)2tarbamoyl, CMalkylS(0), wherein a is 0 to 2, Cwalkoxycaibonyl, 
AKCwalkyDsulphamoyl, W(C,^l)2sulphamoyl. C.^ealkylsulphonylamino, clrbocyclyl, 
heterocyclyl, carbocyclylCVjalkytene-Y-, and heterocyclylC<M5alkylene-Y-; or 
two R' ssmLon adjacent carbons may form an oxyCMalkoxy group or a Ca-salkylene group; 
wherein R' may be optionaUy substituted on carbon bywifiLone or more sLgroups-aeteeted ' 
fi^'; and wherein if said heterocyclyl contains an -NH- moiety, that nitrogen may be 
optionaUy substituted ^with an Rjgroup oolootod from R*; 

n is 0-3; wherein the values of R' may be the same or different, 

R' and are independently . selected from hydrogen, hydroxy, amino, cyano. C,^l, 
CMHlkoxy. AKCMalkyDamino, WKCMa^O^amino, C,^lkylS(0). wherein a is 0 to 2, 
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CMalkoxycarbonyl, CMaDcoxycaibonylamrao, CMalkanoyloxy, caibocyclyl, heterocyclyl; 
carbocyclylCMalkyU and heterocyclylCMalkyl; or 

2 3 

R and R together form oxo or a spiro attached heterocyclyl; wherein and may be 

independently optionaUy substituted on carbon ^wjAone or more Rjgroups oelootod from R»; 

and wherein if said heterocyclyl contains an -NH- moiety, that nitrogen may be optionally 

substituted b» -witha n SlJI^gp oelootodfrom li^j 

Ring B is carbocyclyl or heterocyclyl; wherein if said heterocyclyl contains an -NH- 

moiety, that nittogen maybe optionally substituted ^wife.aa Rjlgroup oolootod from K*^- 
R is a substitaent on caibon and is selected from halo, nitro, cyano, hydroxy, amino, 

carboxy, carbamoyl, mercapto, sulphamoyl, ttifluoromethyl, trifluoromethoxy, CMalkyl, 
C2.4allc»nyl, C2.4alkynyl, CMaDcoxy, CuaDcanoyl, CMalkanoyloxy, Ar-(CMalkyl)amino,- 
N,NiCi^l}ism5iio, CMaDcanoylamino, -AKCi4alkyl)carbamoyl, ^;i\r-(CI^alkyl)2caIbamoyl, 
Ci^lS(0). wherein a is 0 to 2, CMalkoxycarbonyl, Ar-(C,-^liyl)sulphamoyl, 
i\^i\r-(CMaIkyl)2Sulphamoyl. CMalkylsuIphonylamino. carbocyclyl. heterocyclyl. 
carbocyclylCWlkylene-Y-, and heterocyclylCo^alkylene-Y-; wherein R* may be optionally 
substituted on carbon bj^^Sth one or more R!!group s - a e loctodfromll« >; and wherein if said 
heterocyclyl contains an -NH- moiety, that nitrogen may be optionaUy substituted h^vd^t^ 
group- oelootod from R^ ; 

m is 0-3; wherein flie values of R« may be the same or diffiaent; 

Y is .S(OV. -O-, .NR^ -0(0).. -C(0)NR^'-. .NR«C(OK or 'sO^NR"-; wherein a is 0 

to 2; 

R^ and R" are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy. carbamoyl, mercapto. sulphamoyl, trifluoromethyl, tiifluoromeflioxy, CMalkyl. ' 
Cj^aDcenyl, Cz^alkyny; C,-»alkoxy, Q^alkanoyl. Cualkanoyloxy. J^-(CMalkyl)amino,* 
W-CC^lkyDiamino, C^alkanoylamino. J\KCMalkyl)caibamoyl. iV,iV:(CMalkyl)2carbamoyl, 
CMalkylS(0). wherein a is 0 to 2, CMalkoxycarbonyl. JHCMalkyl)sulphamoyl. 
W-<CMalkyl),sulphamoyl, CMalkylsuIphonylamino, carbocyclyl, and heterocyclyl; wherein 
R', R', and R" may be independently optionally substituted on carbon ^wia.one or more R^^ 



groups : 

»8 plO ^17 . ^19 



R , R , R and R" are independently selected from Cj-^1, CMalkanoyl, 
CMalkylsulphonyl. CMalkoxycarbonyl, carbamoyl, JSr-(CMalkyl)carbamoyl, 
A^.Ar-(C.:4alkyl)carbamoyl, ben^l. benzyloxycaibonyl. benzoyl, carbocyclyl heterocyclyL and 
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phenylsulphonyl; wherein R*, R^^ R^\ and R^^ may be independently optionally substituted on 
carbon bv -with one or more groups: 

are independently selected from hydrogen, phenyl, 

C MalkylsulphonyU and CMalkyl; 

R^* and R^^ are independently selected from selected from halo, nitro, cyano, hydroxy, 
trifluoromethoxy, trifluoromethyl, amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, 
ethyl, methoxy, ethoxy, acetyl, acetoxy, methylamino, ethylamino, dimethylamino, 
diethylamino, //-methyl-TZ-etfiylamino, acctylamino, JV^methylcarbamoyl, //-ethylcarbamoyl, 
//^iV^-dimethylcarbamoyl, iV;7V-diethylcarbamoyl, //-methyl-A^'-ethylcarbamoyl, methylthio, 
ethylthio, methylsulphinyl, ethylsulphinyl, mesyl, ettiylsulphonyl, methoxycarbonyl, 
ethoxycarbonyl, iV-metfaylsulphamoyl, A/'-ethylsuIphamoyl, //,//-dimethylsulpbamoyl, 
iV;A^-diethylsulphamoyl > and e^iV^melhyl-A^-^thylsulphamoyl; 
or a pbarmaceutically acceptable salt thereof; 
with the proviso that said compoimd is not 
(phenyl)-(5-methylpyrazol-3-ylaminosulphonylmethyl)-ketone; 
(phenylH(2-methyl-6-methoxy-2,3-<lihydrobenzofiuan-^ 
(phenylHl-phenyl-3-methylpyra2ol-5-ylanunosulphonylmethyl>^^ 
(phenyl)-[l-(cyclohexyl-7/-methylaminosulphonyl)ethyl]-ketone; 
(phenyl)-[l.(phenyl-JV^methylaininosdphonyI)ethyl]-k^ . 
^henyl)-(cyclohexylaminosulphonylmethyl)-ketone; 
(phenyl)-[(2-phenyl-4-acetyl-5-me%limidazol-3-yl].^^ 
0)henyl)-[(2-phenyM-acetyl-5-methylimidazol-3-yl]amino 
0)henylH2,4,5,6,7,8-hexahydrocyclpheptapyrazol-3-ylaniinosulphonyh^^ 
(phenyl)<4,5,6,74etrahydro-2H-indazol-3-ylaniinosulphonyhne%^ 
(phenyl)-[(4-phenyl-5-methylpyrazoW-yl)aminosulphonyhnethyl] 
(phenyl)-[3-(l-carboxymethyl.3«methyl-4-oxo-l,2,3,4-tetrah^ 
ylmethylj-ketone; 

(phenyl)-{3-[Hmethoxycaiboiiyhnethyl>3-methyl-4K>xo-l,2,3,4-^^ 

inosuIphonyhnethyl}-ketone;(phenyl)<4-methylahilinosulp^^ 

(phenyl)-(2-ben2»yl-4-chloroanilinosulphonyhnethyl)-ketone; 

(phenyl).(2,3Kiimethylanilinosulphonyhneayl)-ketone^ 

(phenyl)-(3,4-dimethylamlinosulphonylmethyl)-kctone; 
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(phenyl)-(3-methylaniliiiosulphonylmethyl)-ketone; 
(phenyl>(3-methoxyamlinosulphonylmethyl)-ketone; 
(phenyl)-(anilmosulphonylme%l>ketone;(phenyl)-(2-acetylanilmosul^^^ 
(pheiiyl).[a-(iV-ethylamlino8ulphonyl)benzyl]-ketone. 

13. (Currently Amended) A phatinaceutical composition which comprises a compound of 
formula (I), (Ij) or (Ik), or a pharmaooutioally aoooptablo aalt thoroof, oa olaimod in a ny one of 
claims 9, 11 or 12, or a phaimaceuticallv accept able salt thereof, in association with a 
phannaceutically[[-I] acceptable diluent or carrier. 

14. (Currently Amended) A compound of tfao fo rm ula ([), (Ij) or (Ik), or o phaimacculioally 
Qoc o ptabl o o alt thoroof, aa ola i m od ii imethod for inhibiting 1 1 RHSDI r o Tnprisit.g artTnit,ict..rinp 
to a wann-blooded animal a thempeuticanv efFent j ye amount nf a cAmp nimW .«y 

claims 9, 1 1^ or 12 , foruoo in a method of prophylaotio or thompoutio troatmont of a 
worm blooded animal, ouoh as m m. 

15-16. (Cancelled). 

17. (Currently Amended) A method for the tr«atni^t nf , metaholic .vnHrnm e. comp rising 
inhibitit^g UpyrSDlTh e uoo of aoomp ou u i i - a s claimed in anyono of claims claim 1-S, olIOho^ 
16 whoroinprodunti nn of, orp i oduoing nn, 1 ipiISDl mhitov , ' ofFoot m fui a to tho trootmom of 
m e taboKo oyndromo . 

18. (Currently Amended) A method for the treatm».«f nf , disease sel,^^ 

compomid UP olaim nri in « ny ux i u uf oin i mg 1 8. 10 or 16 ..horoinproduoU u n o f, or produoin& au, 
1 IPHSDI inlu-bit o Tir nfFo ct rof o rt. U j tho troatmont of diabetes, obesity, hyperUpidaemia, 
hyperglycaemia. hyperinsulinemia^ep-hypertension. comprising inhihifag 1 1 RH.sni 
claimed in claim 1 or 1 Opnttioulorly diobotoo and obooity. 

19. (Current^ Amended) A method for the treatment of . Hicease seW^rl frnmih..^^ 

nn mpomid as olami .^ in nn y on u u f u luhn. 1 10 ox 1 C .L urnin r rn di .ni i , r, ui p i uJ u ui ng an. 

npHSDl inhibitoiy nffnn t rnrniu tu Q i u Ut u L m u ul o i glaucoma, osteoporosis, tuberculosis. 
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dementia, cognitive disorders or depressio n, comprising inhibiting 1 IBHSDl as claimed in 
claim 1 or 10 . 

20. (Cancelled). 
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R EMARKS 

The specification was amended to add the priority applications and insert the abstract 
into the specification. Qaims 1- 14 and 17-19 were amended and claims 1 5, 16, and 20 were 
canceled in order to reduce the number of claims, No new matter was added by these 
amendments. 

CONCLUSION 

The Commissioner is hereby authorized to credit any overpayment or charge any 
deficiency m the fees filed, to our Deposit Account No. 18-1945, under Order No. ASZD-POl- 
804. Please direct any questions arising from this submission to the undersigned at (617) 951- 
7615. 



Respectfully Submitted, 



Date: January 24. 2005 




Customer No: 28120 David P. Halstead, PhD. 

Ropes & Gray LLP Reg. No: 44,735 

One Intemational Place 

Boston, MA 02110 

Phone:617.951-7615 

Fax:617-951-7050 
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ABSTRACT 



KETONP.S 




Compounds of fonnula (T): wherein variable groups are as defined within; for use in the 
inhibition of 1 1/3HSD1 are described. 



ROPES GRAY ©027/030 
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COMBIN ED DECLARATION AND POWER OF ATTORNEY 
As a below-named inventor, I hereby declare that: 

My residence, post office address and citizensh^j are as stated next to my namci 

I beUeve 1 am the original, first and sole inventor (if only one name Is Usted belov^) or an original, first and 
joint inventor (if plural names are listed below) of the subject matter that is claimed and for which apatent is sought 
on the invention entitled: . *- &* 

KETONES 

the specification of which: 

Q is attached hereto. 

□ was filed on with Express MaU No. (Application Number not yet known). 

12 waa filed on 23 Ju1v2QQ:^ as United States Application Number or 
per btemational AppHcatioh Number PCr/GB2003/D03171 and was amended on 



OR 
OR 



.(if Explicable). 



Ihereby state that I have reviewed and understand the contents of the above-identified specification, 
including the daims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose iiofoimation which is material to patoitabiliiy as defined in 37 CFR 

I hereby daim the beoea under Title 35. United States Code, §1 19(e)a) of any United States provisional 
85jplication(s) listed below: 

P.S. Serial No. FUliieDate status 



i^^^c/ ^ ^'^^''y '^^'^e benefit under Title 35, ynitedStates.Code, §120 of any United States mpKcationfs). or 
§365(c) of any PCT International applicatioD designating ftfeWnitcd States, listedbdow and, insofar as the subject 
matter of each of the daims of fliis q)plicati(m fc.iwt disclosed in flie prior United States ^plication or PCT 
Intemational application in the manner provided By the .first paragf^h of Title 35, United States Code, §1 12. 1 
acknowdedge the duty to disclose aU information I laiow to be material to patentability as defined in Title 37 ' Code 
of Federal Regolations, §1 36(a) which became a:^bl(; bel;weeo ttie filing date of the piiot mpBcatioii and'&e 
nation al or PCT intemational filing date of this appl;ca4op: ... 
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I hereby claim foreign priority benefits under Tide 35, United States Code, §1 19(a)-(d) or § 365(b) of any 
foreign applicadon(s) forpatent or inventor's certificate, or §365(a) of any PCX International ^plication 
designating at least one country other than the United States of America, listed below and have also identified 
below, by checking the box, any foreign application for patent or inventor's certificate or any PCT international 
application(s) designating at least one country other than the United States of America filed by me on the same 
subject matterhaving a filing date before that of the application(s) of whidi priority is claimed: 



Conn try 



GB 



GB 



Application No. 

0217433 jl 
0230318.8 



Filing Date 



27 July 2002 



24 December 2002 



JWority Cjaimed 
gYes DNo^ 
T3Yes GNo 



I hereby appoint aU registered practitioners asscKiated with Customer Number 28120 to prosecute this 
appJacatidn and to transact all business in Ihe Patent and.Tradfimark Office connected thareWith, afid ditea that all 
correspondence be addressed to: 

Customer Number 28120 
Direct all telephone calls to PAIKICIA GRANAHAN, Reg. No. 32,227, at tetohone number (6 17) 95 1^ 

7449. 



I hereby declare that all statements made herein cf niy own knowledge are tme and that all statements made 
on infarmadon and behef are believed to be true; and fijr&er that these statements were made with the knowledge 
that willful false statements and the Uke so made arepunishableby fine or iii5)risoDmenl. or both, under Section 
1001 of TLUe 18 of the United States Code and feat such willful false statements may jecpardize the validity of the 
acpplication or any patait issued thereon. • : • - 



Pull Name of Inventor: Peter John BARTOJ 
Inventoc's Signature: 




Date 



Residence Address: 

Citizenship: 

Post Of&ce Address: 



Macclesfield, Cheshire^ Gfoat Britab 
GB 




AstraZeneca R&D Aiderley, Alderley Park, Macclesfield, Cheshire, Great Britain SKIO 
4TO ... 



David Stephe 



Full Name of fcventor: D^vid Stephen 
Inventor's Signature: 
Residence Auddiess: 
Citizenship: 
Post Office Address: 




Date: tS^/2-04> 



Macclesfield, Cheshhre, Great Britain 
OB 



AstraZeneca R&D Aiderley, Aldedey Park, Macclesfield, Cheshire, Great Britain SKIO 
4TG 
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Full Name of Inventor: Christojpher DaDielDAYIK " ' 

InveDlor's Signature: C_J^^--^>^^ — \^ Date: ^ \ ~ 

Residence Address: Macclesfield, Cheshire; GreafBiitauto ' ' 
Qtizenship: GB 

Post Office Address: AslraZeneca R&D Alderley, Aldcrley Park. Macclesfield, Cheshire, Great Britain SKI 0 
4TG 

Full Name of Inventor: Rodney Brian HARGREAVES 

Inventor's Signature: ' Date: / ol^. 

Residence Address: Macdcsfield, Cheshire. Great Britain 
Citizenship: GB 

: -r: :\: ' ' • 

Post Office Address: AstraZeneca RiSkD Alderley, Aldcrley Park, Macclesfield. Cheshiie, Great Britain SKI 0 
4TG 

Full Name of Inventor: Janet Elizabeth PEASE 

Inventor's Signature: ^^f^l/XM>^.^t^^ Date: lV»\,-OLr 

Residence Address: Macdesfield, Cheshire, Great Britain 
Citizenship: GB 

Post Office Address: AstraZeneca R&D Alderley^ Alderley Park. Macclesfield, Cheshire, Great Britain SKIO 
4TG 

FullName of Inventor: Minrecn Theresa RANKINB^ 

Inventor's Signature: y^(W^jgl,!^aJ^J. . Date: lb|l2iof|: 

Residence Address: Macclesfield, Cheshire, Great Britain 
Citizenship; OB 

Post Office Address: AstraZeneca R&D Alderley, Aldcriey Paik, Macclesfield, Cheshire, Great Britain SKI 0 
4TG 



